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earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )KI Responsive to communication(s) filed on 20 July 2009 . 
2a )^ This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 21-35 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) |EI Claim(s) 21-35 is/are rejected. 
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Application Papers 
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10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 
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Attach ment(s) 

1) D Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-41 3) 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) Paper No(s)/Mail Date. . 

3) □ Information Disclosure Statement(s) (PTO/SB/08) 5 ) □ Notice of Informal Patent Application 

Paper No(s)/Mail Date . 6) □ Other: . 

'TOL-326 (Rev. 08-06) Office Action Summary Part of Paper No./Mail Date 20091 1 1 7 



Application/Control Number: 10/526,731 Page 2 

Art Unit: 1645 

DETAILED ACTION 
Amendment Entry 

1 . The amendment filed July 20, 2009 has been entered. Claim 21 has been 
amended. Claims 1-20 and 36-38 are cancelled. Claims 21-35 are under consideration 
in this office action. 

Response to Arguments 

2. Applicant's arguments filed September 16, 2009 have been fully considered but 
they are not persuasive. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

3. The rejection of claims 21 , 28-32 and 34-35 under 35 U.S.C. 1 03(a) as being 
unpatentable over Titus et al., (1995. PNAS, Microbio. Vol. 92:10267-10271) in view of 
Yan et al., (2001. Mol. & Biochem. Parasitol. Vol.1 12:61-69) is maintained for reasons 
already of record. 

Titus et al., teach the development of a safe live attenuated Leishmania vaccine 
by gene replacement (page 10267). Titus et al., teach the use of live Leishmania would 
provide a superior vaccine (page 10267). However Titus et al., do not teach 
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Leishmania comprising a ribosomal protein gene under the control of an inducible 
promoter. 

Yan et al., teach tetracycline regulated gene expression in Leishmania (page 61). 
Yan et al., teach that conventional gene replacements strategies are unlikely to be 
useful (page 61). Therefore, Yan et al., teach an inducible system that provides 
stringent regulation of gene expression in Leishmania while offering great advantages 
(page 61). Yan et al., teach that the tetracycline-responsive repressor/operator system 
is tighter with the consequence that much lower amounts of tetracycline are needed in 
order to function effectively (page 61-62). Yan et al., teach that the inducer TetR binds 
to TetO operator and suppresses transcription from the adjacent promoter (page 62). 
Yan et al., teach the promoter placement in reverse orientation relative to the rDNA 
transcription locus (page 66). Yan et al., teach that current options for disease control 
are limited and more effective, less toxic protective vaccines are needed to manage the 
disease (page 61). 

Therefore it would have been prima facie obvious at the time of applicants' 
invention to apply the attenuated live parasite of Titus et al., which incorporates a 
ribosomal protein gene under the control of an inducible promoter as taught by Yan et 
al., in order to provide more effective protective Leishmania vaccines. One of ordinary 
skill in the art would have a reasonable expectation of success by incorporating the 
ribosomal protein gene under the control of an inducible promoter because Yan et al., 
teach that an inducible system advantageously provides stringent regulation of gene 
expression in Leishmania, thereby allowing much lower amounts of tetracycline in order 
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to function effectively. Furthermore, no more than routine skill would have been required 
to incorporate the ribosomal protein gene under the control of an inducible promoter 
since Yan et al., teach that conventional gene replacements strategies are unlikely to be 
useful in the production of stable live attenuated cell lines. Finally it would have been 
prima facie obvious to combine the invention of Titus et al., and Yan et al., to 
advantageously achieve less toxic protective vaccines that manage Leishmania 
infections. 

Applicants assert that the result of limiting ribosome synthesis, and therefore the 
replication of the parasite itself after infecting cells, is not suggested in the prior art, and 
there would be no suggestion of using procedures that may be found in the prior art to 
use an inducible promoter to control the expression of the ribosomal protein gene. In 
response to applicant's argument that there is no suggestion to combine the references, 
the examiner recognizes that obviousness can only be established by combining or 
modifying the teachings of the prior art to produce the claimed invention where there is 
some teaching, suggestion, or motivation to do so found either in the references 
themselves or in the knowledge generally available to one of ordinary skill in the art. 
See In re Fine, 837 F.2d 1071 , 5 USPQ2d 1596 (Fed. Cir. 1988) and In re Jones, 958 
F.2d 347, 21 USPQ2d 1941 (Fed. Cir. 1992). In this case however, the tetracycline 
repressor/operator system has been used to regulate transcription. In the absence of 
the inducer, TetR binds and suppresses transcription. Thus, the system of Yan et al., 
teach a promoter that can be switched on and off, regulating the expression of 
ribosomal protein genes by inhibiting transcription, whereby ribosome synthesis is 
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limited, thereby limiting parasite replication in infected cells. Thus applicants' assertion 
is not persuasive. 

Applicants urge that Yan et al., teach insertion of the expression construct into 
the tubulin gene region or the vicinity of the ribosomal RNA genes, and it is not inserted 
near the ribosomal protein genes, as in the present invention. In response to applicant's 
argument that the references fail to show certain features of applicant's invention, it is 
noted that the features upon which applicant relies i.e., the location of the inducible 
promoter being near the ribosomal gene proteins are not recited in the rejected claims. 
Although the claims are interpreted in light of the specification, limitations from the 
specification are not read into the claims. See In re Van Geuns, 988 F.2d 1 181 , 26 
USPQ2d 1057 (Fed. Cir. 1993). Therefore applicants' assertion is not persuasive. 

Applicants argue that Yan et al., is directed to expression of heterologous genes, 
however, tubulin is a ribosomal protein gene; Thus applicants' arguments are not 
persuasive. Therefore, one of ordinary skill in the art would have a reasonable 
expectation of success by incorporating the ribosomal protein gene under the control of 
an inducible promoter because Yan et al., teach that an inducible system 
advantageously provides stringent regulation of gene expression in Leishmania, thereby 
allowing much lower amounts of tetracycline in order to function effectively. Therefore 
applicants' argument is not persuasive and the rejection is maintained. 
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Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

4. The rejection of claims 21 , 28-32 and 34-35 under 35 U.S.C. 1 02(b) as being 
anticipated by Wirtz et al., (Science. 1995. Vol. 528(5214), pages 1 179-1183) is 
maintained for reasons already of record. The rejection is on the grounds that Wirtz et 
al., teach inducible gene expression for T. brucei that allows precise control of the 
expression of genes. 

Applicants' urge that Wirtz et al. does not teach the regulation of expression by 
controlling expression of the ribosomal gene of the parasite. Wirtz et al., teach the TetR 
mediates very tight transcriptional control of gene expression. Wirtz et al., teach 
Trypanosoma brucei, wherein said parasite comprises the large subunit gene ribosomal 
protein gene under the control of an inducible promoter. Wirtz et al., teach that the TetR 
can also be used to control Pol I, Pol II, Tubulin, and the well characterized procyclic 
acidic repetitive protein gene transcription from trypanosomatid rRNA promoters. 
Therefore Wirtz et al., controlling the expression of the gene contrary to applicants' 
statements. 

Moreover, applicants' assertions are not persuasive, since Wirtz et al., teach the 
expression of a ribosomal protein, since ribosomal proteins are any of the proteins that, 
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in conjunction with rRNA, make up the ribosomal subunits involved in the cellular 
process of translation. Therefore, contrary to applicants' arguments, Wirtz et al., meets 
the limitations of the claims and the rejection is maintained. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

5. The rejection of claims 21-29 and 33-35 under 35 U.S.C. 103(a) as being 
unpatentable over Sutherland et al., (1996. Experimental Parasitol. Vol. 83:125-133) 
and Durocher (US 2002/0106720) further in view of Gozar et al., (Int. J. of Parasitol. 
1995. Vol. 25 (8): 929-938). 

Applicants argue that Southerland et al., do not teach about ribosomal protein 
gene expression. In response to applicant's arguments against the references 
individually, one cannot show nonobviousness by attacking references individually 
where the rejections are based on combinations of references. See In re Keller, 642 
F.2d 413, 208 USPQ 871 (CCPA 1981); In re Merck & Co., 800 F.2d 1091, 231 
USPQ 375 (Fed. Cir. 1986). Therefore it would have been prima facie obvious at the 
time of applicants' invention to apply the attenuated live parasite of Sutherland et al., 
which incorporates a ribosomal protein gene under the control of an inducible promoter 
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as taught by Durocher and Gozar et al., in order to provide a significant advance in the 
art. One of ordinary skill in the art would have a reasonable expectation of success by 
incorporating the ribosomal protein gene under the control of an inducible promoter 
because Durocher and Gozar et al., teach that an inducible system advantageously 
provides stringent regulation of gene expression in prokaryotes. Furthermore, no more 
than routine skill would have been required to incorporate the ribosomal protein gene 
under the control of an inducible promoter since the art teaches the desire and need to 
control gene expression in a wide variety of expression systems by incorporating a 
ribosomal protein gene under the control of an inducible promoter. 

Thus applicants' arguments are not persuasive and the rejections are 
maintained. 

New Rejection Necessitated By Amendments 
Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

6. Claims 21 -35 are rejected under 35 U.S.C. 1 1 2, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Applicants assert that the ribosomal protein gene is of the parasite and not a 
heterologous gene. However, the phrase in claim is a relative which renders the claim 
indefinite. The phrase is not defined by the claim, the specification does not provide a 
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standard for ascertaining the requisite degree, and one of ordinary skill in the art would 
not be reasonably apprised of the scope of the invention. As a matter of fact, the 
specification is drawn to heterologous genes. Page 19, lines 30-35, states that the 
recombinant gene comprising part of a heterologous gene is used. The specification at 
page 20, lines 6-1 1 even teach a heterologous gene is any gene that encodes a protein 
other than the tet-repressor protein. There appears to be not description or definition of 
a protein gene of said parasite and no description on whether "the protein gene of said 
parasite" is meant to heterologous or not. Therefore the meets and bounds of the claim 
are indefinite and clarification is required to overcome the rejection. 



Conclusion 

7. No claims allowed. 

8. Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 

§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
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extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 



9. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Ja-Na Hines whose telephone number is 571-272-0859. 
The examiner can normally be reached Monday thru Thursday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor Robert Mondesi, can be reached on 571-272-0956. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

/JaNa Hines/ 
Examiner, Art Unit 1645 



/Mark Navarro/ 

Primary Examiner, Art Unit 1645 



